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DETAILED ACTION 

The Amendment filed 1/2/2008 has been received, entered into the record, and carefiiUy 
considered. The following information provided in the amendment affects the instant application 
by: 

Claims 1, 11, 14, and 34 have been amended. 
Claims 2-10, 13, and 15-33 have been canceled. 
Remarks drawn to rejections of Office Action mailed 10/15/2007 include: 

Claim objections: which have been overcome by applicant's amendments and have been 
withdrawn. 

Double Patenting Rejection: which has been maintained for reasons of record. 

102 (b) rejection: which has been overcome by applicant's amendments and has been 

withdrawn. 

103(a) rejection: which has been maintained for reasons of record. 

An action on the merits of claims 1, 11-12, 14, and 34 is contained herein below. The text 
of those sections of Title 35, US Code which are not included in this action can be found in a 
prior Office action. 

Double Patenting 

The rejection of claims 1, 11-12, 14, and 34 on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1-2 of Kojiri et al. (U.S. Patent No. 
5,922,860) in view of Fukuda et al. (Sjmergism between Cisplatin and Topoisomerase I 
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inhibitors, NB-506 and SN-38 in Human Small Cell Lung Cancer Cells", Cancer Research, 56, 
789-93, 2/15/1996) is maintained for reasons of record. 

The claims of the instant application are drawn to combinations of an indolocarbazole of 
formula la and an additional anticancer agent, such as cisplatin. 

Kojiri et al. teach that compounds having the same formula as those of formula la of the 
instant application and their use as antitumor agents. What is not taught is the combinations with 
additional anticancer agents. 

Fukuda et al. disclose synergistic combinations of NB-506 and cisplatin (see abstract - 
discussion on page 791). NB-506 is a structurally similar compound to that of compound of 
formula la instantly claimed. Fukuda et al. state that the combination of cisplatin and a 
topoisomerase I inhibitor is a very interesting strategy for cancer chemotherapy (discussion). 

It would have been obvious to one of ordinary skill in the art at the time of the invention 
to use the topoisomerase I inhibitors of Kojiri et al. in combination with cisplatin with these 
references before them. Fukuda et al. discuss the potential for synergism in cancer therapy when 
using cisplatin and a topoisomerase I inhibitor. Moreover, it is noted that the compounds of 
formula la are very structurally similar to NB-506 as in Fukuda et al. It is prima facie obvious to 
combine two compositions each of which is taught by the prior art to be usefiil for the same 
purpose, in order to form a third composition to be used for the very same purpose. The idea of 
combining them flows logically from their having been individually taught in the prior art. In re 
Kerkhoven, 626 F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980). (Claims to a process of 
preparing a spray-dried detergent by mixing together two conventional spray-dried detergents 
were held to be prima facie obvious.). See also In re Crockett, 279 F.2d 274, 126 USPQ 186 
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(CCPA 1960) (Claims directed to a method and material for treating cast iron using a mixture 
comprising calcium carbide and magnesium oxide were held unpatentable over prior art 
disclosures that the aforementioned components individually promote the formation of a nodular 
structure in cast iron.); and Ex parte Quadranti, 25 USPQ2d 1071 (Bd. Pat App. & Inter. 1992) 
(mixture of two known herbicides held prima facie obvious). Thus it would have been obvious to 
one of ordinary skill in the art at the time of the invention to combine the art disclosed 
indolocarbazole of Kojiri et al. with another antitumor agent, especially in light of the synergistic 
effects shown by Fukuda et al. One would have been motivated to combine these agents to form 
a new composition which would be used for the very same purpose, as an antitumor agent. 
Moreover, it is noted that the KSR decision forecloses the decision that 
teaching/suggestion/motivation is required in making an obviousness rejection. 

Applicants argue that Kojiri et al. do not teach any combinations. Applicants also argue 
that Fukuda teaches combinations of NB-506 and additional anticancer agents, but NB-506 is 
divergent in structure as compared to the instant compound of formula la. In response to 
applicant's arguments against the references individually, one cannot show nonobviousness by 
attacking references individually where the rejections are based on combinations of references. 
See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 
231 USPQ 375 (Fed. Cir. 1986). The examiner believes that due to the close structural 
relationship between NB-506 as set forth in Fukuda and formula la as in Kojiri, a skilled artisan 
would find it obvious to make a combination of anticancer drugs with the compound of Kojiri 
and additional agents of Fukuda with these references before them. Regarding applicant's 
arguments drawn to Fukuda only guessing about the synergistic effects, this would at the 
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minimum afford a skilled artisan an obvious reason to try to combine the agents as instantly 
claimed. 

Applicants also argue that the structures of formula la and NB-506 are very different. The 
examiner respectfully disagrees. Regarding applicants noting that the instant compounds have - 
OH in the 2 and 10 positions and NB-506 has -OH in the 1 and 1 1 positions, it is noted that claim 
1 of Kojiri states that the -OH groups can be either in the 1 an- 1 1 positions or the 2 and 10 
positions, thus providing obviousness and motivation to have -OH at either sets of locations. The 
other difference is groups attached to the exocyclic amino moiety, NH-CHO versus NH- 
CH(CH20H)2. However, Kojiri et al. also bridges the gap as the results of Table 1 show 
compounds with NH-CHO group have slightly lower activity versus compounds with NH- 
CH(CH20H)2 groups attached. Thus rendering obvious and providing motivation to change the 
NH-CHO to a NH-CH(CH20H)2 group. 

Regarding applicant's arguments drawn to a "synergistic combination", it is noted these 
limitations are not in the claims and as such are not deemed to render unobvious the instant 
rejection. 

Claim Rejections - 35 USC § 103 

The rejection of claims 1, 1 1-12, 14, and 34 under 35 U.S.C. 103(a) as being 
unpatentable over Fukuda et al. (art of record) in view of Kojiri et al. US 5,922,860 is maintained 
for reasons of record. 
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The claims of the instant application are drawn to combinations of an indolocarbazole of 
formula la and an additional anticancer agent, such as cisplatin, and methods of treating cancer 
with the same. 

Fukuda et al. disclose synergistic combinations of NB-506 and cisplatin (see abstract - 
discussion on page 791). Fukuda et al. state that the combination of cisplatin and a 
topoisomerase I inhibitor is a very interesting strategy for cancer chemotherapy (discussion). 
What is not taught is the specific compound of formula la. 

Kojiri et al. teach that compounds having the same formula as those of formula la of the 
instant application and their use as antitumor agents (see claim 2, abstract, examples). 

It would have been obvious to one of ordinary skill in the art at the time of the invention 
to use the topoisomerase I inhibitors of Kojiri et al. in combination with cisplatin with these 
references before them. Fukuda et al. discuss the potential for synergism in cancer therapy when 
using cisplatin and a topoisomerase I inhibitor. Moreover, it is noted that the compounds of 
formula la are very structurally similar to NB-506, as discussed above. It is prima facie obvious 
to combine two compositions each of which is taught by the prior art to be useful for the same 
purpose, in order to form a third composition to be used for the very same purpose. The idea of 
combining them flows logically from their having been individually taught in the prior art. In re 
Kerkhoven, 626 F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980). (Claims to a process of 
preparing a spray-dried detergent by mixing together two conventional spray-dried detergents 
were held to be prima facie obvious.). See also In re Crockett, 279 F.2d 274, 126 USPQ 186 
(CCPA 1960) (Claims directed to a method and material for treating cast iron using a mixture 
comprising calcium carbide and magnesium oxide were held unpatentable over prior art 



Application/Control Number: 1 0/509,06 1 Page 7 

Art Unit: 1623 

disclosures that the aforementioned components individually promote the formation of a nodular 
structure in cast iron.); and Ex parte Quadranti, 25 USPQ2d 1071 (Bd. Pat App. & Inter. 1992) 
(mixture of two known herbicides held prima facie obvious). Thus it would have been obvious to 
one of ordinary skill in the art at the time of the invention to combine the art disclosed 
indolocarbazole of Kojiri et al. with another antitumor agent, especially in light of the synergistic 
effects shown by Fukuda et al. One would have been motivated to combine these agents to form 
a new composition which would be used for the very same purpose, as an antitumor agent. 
Moreover, it is noted that the KSR decision forecloses the decision that 
teaching/suggestion/motivation is required in making an obviousness rejection. 

Applicants argue that Kojiri et al. do not teach any combinations. Applicants also argue 
that Fukuda teaches combinations of NB-506 and additional anticancer agents, but NB-506 is 
divergent in structure as compared to the instant compound of formula la. In response to 
applicant's arguments against the references individually, one cannot show nonobviousness by 
attacking references individually where the rejections are based on combinations of references. 
See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co.. 800 F.2d 1091, 
231 USPQ 375 (Fed. Cir. 1986). The examiner believes that due to the close structural 
relationship between NB-506 as set forth in Fukuda and formula la as in Kojiri, a skilled artisan 
would find it obvious to make a combination of anticancer drugs with the compound of Kojiri 
and additional agents of Fukuda with these references before them. Regarding applicant's 
arguments drawn to Fukuda only guessing about the synergistic effects, this would at the 
minimum afford a skilled artisan an obvious reason to try to combine the agents as instantly 
claimed. 
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Applicants also argue that the structures of formula la and NB-506 are very different. The 
examiner respectfully disagrees. Regarding applicants noting that the instant compounds have - 
OH in the 2 and 10 positions and NB-506 has -OH in the 1 and 1 1 positions, it is noted that claim 
1 of Kojiri states that the -OH groups can be either in the 1 an- 1 1 positions or the 2 and 10 
positions, thus providing obviousness and motivation to have -OH at either sets of locations. The 
other difference is groups attached to the exocyclic amino moiety, NH-CHO versus NH- 
CH(CH20H)2. However, Kojiri et al. also bridges the gap as the results of Table 1 show 
compounds with NH-CHO group have slightly lower activity versus compounds with NH- 
CH(CH20H)2 groups attached. Thus rendering obvious and providing motivation to change the 
NH-CHO to a NH-CH(CH20H)2 group. 

Regarding applicant's arguments drawn to a "synergistic combination", it is noted these 
limitations are not in the claims and as such are not deemed to render unobvious the instant 
rejection. And these synergistic effects are not deemed unobvious as Fukuda et al. discusses 
synergism between their NB-506 compomd and additional anticancer agents such as cisplatin. 
Conclusion 

THIS ACTION IS MADE FINAL. Apphcant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 



Application/Control Number: 1 0/509,06 1 Page 9 

Art Unit: 1623 

CFR 1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TRAVISS C. MCINTOSH III whose telephone number is 
(571)272-0657. The examiner can normally be reached on M-F 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Shaojia A. Jiang can be reached on 571-272-0627. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an apphcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Traviss C Mcintosh 111/ 
Examiner, Art Unit 1623 
April 14, 20008 

/Shaojia Anna Jiang, Ph.D./ 



Supervisory Patent Examiner, Art Unit 1623 



